In India, phenytoin is the most frequently prescribed medication for most forms of epilepsy except for absence seizures. It has been associated with various cutaneous reaction, however Oral Lichenoid Drug Reaction (OLDR) are rarely documented. We report a case of Phenytoin induced Oral Lichenoid Eruption and Melasma.
INTRODUCTION
Drug-induced pigmentation represents 10 to 20% of all cases of acquired hyper pigmentation and usually occurs on photo exposed part of the skin. Drugs acting on the central nervous system have been frequently reported to cause Oral lichenoid drug eruption. The reaction can occur months or even years after taking the medication. Phenytoin is a widely prescribed first line antiepileptic agent because of its high efficacy, low cost and availability. 1 The adverse effects of phenytoin involve dermatologic, gastrointestinal, neurologic, psychiatric, hematologic and hepatic systems. Even though dermatological reactions are frequent with phenytoin, Oral Lichenoid Drug Reaction (OLDR) are not often documented. 2 Reporting here is an interesting case of OLDR with melasma secondary to phenytoin use in an epileptic patient.
CASE REPORT
A 25-year old unmarried man from rural background with primary education, visited dermatology department of a university hospital. On presentation, the complaints of hyper pigmented macular patches over cheeks and jaws in the past 11 months and subsequently it spread to his lower lip. On examination, hyper pigmented plaques with mild scaling were present over the lower lip with melasma over the maxillary area (Figure 1 ). Oral and genital mucosa, cutaneous examination was normal. Routine blood investigations did not reveal any abnormality. He is a known case of seizure disorder on phenytoin in the past 4 years (200 mg daily for the first 2 years and 300 mg daily for 2 years). Skin biopsy could not be performed as the patient was not willing. With the history and clinical findings, a diagnosis of phenytoin induced melasma with lichenoid eruption involving the lips was made. The patient was started on topical steroids and topical depigmenting agents for lip and melasma lesions respectively. The anticonvulsant was changed to valproate with neurologist consultation. The patient is on regular follow-up with improvement in the skin lesions.
DISCUSSION
Lichenoid drug reaction is common that affect skin and mucosa. Even though cutaneous involvement is common, isolated oral lesions have also been described. 3 OLDR may be considered as a disease itself or an exacerbation of existing oral lichen planus (OLP) by presence of medication (lichenoid drug reaction) or dental material (contact hypersensitivity). The causes for oral lichenoid reaction (OLR) are identifiable, where as it is idiopathic for OLP. 4 Antiepileptic drugs induced OLDR are limited to carbamazepine and the reports of phenytoin induced OLDR are hardly exist. The intraoral sites of predilection of OLD include the posterior buccal mucosa, tongue, floor of mouth, palate, and alveolar ridges. 3 There appears to be a preference for unilateral distribution. But our patient had isolated lip involvement which is rare. 5 Drugs like NSAIDs, anti-hypertensives (beta blockers and ACEIs,) anti-malarials and anti-retrovirals frequently reported to cause OLR. 6 The common cutaneous reactions of Phenytoin include maculopapular rash, SJS/TEN, erythroderma, vasculitis, fixed drug eruption, DRESS and pseudolymphoma. 7 Reactions like melasma, lupus, IgA bullous dermatosis and purple hand syndrome are rarely reported with phenytoin. Patients on longterm phenytoin can manifest with gingival hypertrophy, coarsening facies and hirsuitism. 3 Lichenoid eruption, particularly oral has rarely been reported in the literature.
Melasma that presents as symmetric hyperpigmented macules and patches on the face. Phenytoin has 5-10% of incidence of causing melasma with usual onset of minimum six months. Hence in our case phenytoin is the underline cause for melasma. Onset of OLDR is highly variable, from 6months to 3 years depends on the drug. 8 Therefore, it is difficult to establish a clear temporal relationship between initiation of medication and onset of OLDR. In our case the first symptom of OLDR appeared after 2 years of initiation of phenytoin therapy which persisted and worsened in the following months. We observed the appearance of both reactions after increasing the dose of phenytoin in our patient.
According to the causative medication the pathogenesis of drug-induced pigmentation varies. The pathogenesis of OLDR is believed as cell-mediated immunological disease, but the triggering factors for the immune response are unidentified. But many researchers were found that langerhans cells plays a major in the pathogenesis of OLDR. 6 The proposed mechanism in phenytoin induced melasma is post-inflammatory hyperpigmentation which often worsened by sun exposure. 9 In our patient, his occupation(farmer) might explain the increased pigmentation.
Foremost step in the management of OLDR and melasma is the identification and elimination of causative drugs. Evaluation of risk benefit ratio of suspected drug is required before the withdrawal of the suspected drug. If withdrawal of the suspected drug is not possible or alternative drug therapy is not available, then steroid can be considered for the management of both OLDR and melisma. 9 Even though melasma is not a complicated skin reaction untreated OLDR can end up in malignancy. 10 Epilepsy is a life-threatening condition which requires lifelong therapy, so we decided to switch phenytoin to valproic acid. Valproic acid and topiramate are nonaromatic antiepileptic drugs which can be considered as safer alternatives for aromatic antiepileptic drugs like phenytoin, carbamazepine, phenobarbital and lamotrigine in the management of OLDR. 6 Even after the discontinuation of the suspected drug, it takes several months for the complete resolution of symptoms. We are waiting the patient for further follow ups.
CONCLUSION
Oral lichenoid drug eruption is hardly ever reported with phenytoin therapy Melasma and Oral lichenoid drug eruption may occur after increasing the dose of Phenytoin. So, all health care professionals should be more vigilant on patients taking Phenytoin.
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SUMMARY
Drugs acting on the central nervous system have been frequently reported to cause Oral lichenoid drug eruption The reaction can occur months or even a year after taking the medication. Oral lichenoid drug eruption are hardly ever reported with phenytoin therapy Melasma and Oral lichenoid drug eruption may occur after increasing the dose of Phenytoin
